so NEPHRON, (JAN 1992) Vol. 60, No. 1, pp. 42-48. 
ISSN: 0028-2766. 

DT Article; Journal 

FS LIFE; CLIN 

LA ENGLISH 

REC Reference Count: 33 

*ABSTRACT IS AVAILABLE IN THE ALL AND lALL F0R^4ATS* 

AB We have shown that the inhibition of prostaglandin (PG) synthesis in 

man decreases the fractional clearance of urea (FC(urea)). To understand 
the mechanism (s) by which PG affect the renal handling of urea, 6 normal 
volunteers were randomly studied in maximal antidiuresis (by water 
deprivation and by administering l-desamino-8 -D-arginine 
vasopressin) before and during PGE, infusion, in two separate occasions: 
(A) after 7 days of normal protein (1 g/kg b.w./day) and water intake (10 
ml/kg b.w./day), and (B) after 7 days of low protein intake (0.5 g/kg 
b.w./day) and high water intake (80 ml/kg b.w./day) to lower the 
corticomedullary osmotic gradient. During infusion of PGEl at rates of 
0.01, 0,05 and 0 . 1-mu-g/min/kg, randomly administered, the urinary fluid 
losses were replaced by infusing equal volumes of hypotonic NaCl (80 
mmol/1) . To evaluate the time effects of this protocol, control studies 
were performed in an other 8 subjects receiving vehicle infusion without 
PGEl. In study A, FC(urea) rose by 23% (p < 0.01) at the lowest PGEl 
infusion rate (0 . 01-mu-g/min/kg) , in the absence of any simultaneous 
change in water and salt output, Uosm, PAH and inulin clearance. Higher 
PGE, infusion rates (0.05 and 0 . 1-mu-g/min/kg) were associated with a 
progressive increase of FC (urea) (50%, p < 0.001 and 91%, p < 0.001, 
respectively) , fractional clearance of water and salt output, inulin and 
PAH clearance and reduced Uosm f rom 1,005 (22 SEM; basal value) to 772 (38 
SEM; minimum value) mosm/kg (p < 0.001) . In study B, the basal value of 
Uosm was 762 (22 SEM) mosm/kg, markedly lower than the basal value of 
study A (p < 0.01); in this condition, the increasing infusion rates of 
PGEl caused the same changes of FC(urea) and the other parameters as in 
study A. FC(urea) was directly related to dose infusion of PGEl both in 
study A and B (p < 0.001) . The slopes of these two linear regression 
analyses did not statistically differ. Finally, both FC(urea) and 
fractional clearance of water did not show significant changes among the 
several periods of the control studies. We conclude that in human 
subjects, the inhibition of urea tubular reabsorption, observed during 
PGEl infusion, is: (1) not associated with change in tubular handling of 
salt and water at the lowest infusion of PGEl; (2) not mediated by passive 
hydrosmotic forces or by antagonism with ADH; (3) dependent on the dose of 
exogenous PGEl. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Arginine- 8 -vasopressin (AVP) was administered 

subcutaneous ly on postnatal days 3-7 in a high (10-mu-g/lOO g b. wt . ) or a 
low dose (1-mu-g/lOO g b. wt . ) to male Wistar rats. Control pups were 
untreated or saline injected. Behavioral observations in a complex maze 
after maturation indicated that neonatal administration of AVP increases 
exploratory behavior in this novel environment in a dose -dependent way. 



Cardiac monitoring during the conditioned emotional stress of fear of 
inescapable electric footshock showed that only the high dose of AVP 
attenuates the bradycardiac stress response. The analysis of cardiac 
responses also suggested an adult hyposensitivity to AVP in rats treated 
neonatally with AVP. In addition, the low dose of neonatal AVP was 
impairing the retention of a passive avoidance behavior. The data 
indicate that the neonatal administration of AVP exerts long-term effects 
upon the behavioral adaptation to novelty and memory processes related to 
emotional stress. That neonatal AVP is less effective in influencing 
adult vagally mediated cardiac stress responses suggests differences in 
the developmental sensitivity ("critical periods") of the central 
vasopressinergic systems involved in the regulation of behavior and 
autonomic functioning . 
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*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB Using a rabbit model, hh<=^ jfi^roi^^-^nfi^nt ^f t h e L-argin ine/nitric oxide 

pat hway -in— penile er ^tion was investiga tes^ Tne mean basai 
intracavernous pressure was 21 cm H20. Cavernous nerve stimulation (4-8 
V, 20-30 Hz) increased the pressure to approximately 130 cm H20. This 
response was highly reproducible and usually associated with full penile 
erection. The pressure increase could be quantified in terms of: (1) the 
slope of the initial, ascending part of the pressure increase; (2) 
DELTA-P, which was defined as the maximal pressure obtained by the 
stimulation minus the basal pressure before the stimulation; (3) T90, 
which was defined as the time to reach 90 per cent of DELTA-P. 
Intrapenile administration of the L-arginine/nitric oxide synthesis 
inhibitor N (G) -nitro-L-arginine had no effect on systemic arterial blood 
pressure. However, N (G) -nitro-L-arginine (0.22 and 2.19 mg) , 
administered via the same route, abolished the erectile response 
induced by cavernous nerve stimulation; T90 increased and slope and 
DELTA-P decreased significantly. N (G) -nitro-D-arginine (2.19), on the 
other hand, had no inhibitory effect. L-arginine (21.07 mg) , given either 
directly or after N (G) -nitro-L-arginine had no consistent effect on the 
functional response to cavernous nerve stimulation. 

The results suggest that pharmacologically induced effects on 
intracavernous pressure in the rabbit can be described quantitatively, and 
that this model may be useful to study the mechanisms controlling penile 
erection in vivo. The pronounced inhibitory action of 
N (G) -nitro-L-arginine demonstrates the important role of the 
arginine/nitric oxide pathway in mediating relaxation of penile smooth 
muscles necessary for erection. 

L12 ANSWER 1979 OF 2006 SCISEARCH COPYRIGHT 2002 ISI (R) 

AN 91:600420 SCISEARCH 

GA The Genuine Article (R) Number: GM439 

TI KFFT^GT-^ML-JL-APnTMTMT? ^aM^PHTMTTJT? -roMTaTTJTTjn PENTAPEPTIDE ON CANINE 



FEMORAL ARTERIAL BLOOD -FLOW ^ — ^ 

AU SALDEEN K (Reprint) ; NICHOLS W W; NICOLINI F; MEHTA J 

CS UNIV FLORIDA, COLL MED, DEPT MED, GAINESVILLE, FL, 32611; LINKOPING UNIV, 
FAC HLTH SCI, DEPT PHARMACOL, S-58183 LINKOPING, SWEDEN; UNIV UPPSALA, 



DEPT FORENS MED, S -75 105 UPPSALA, SWEDEN 
CYA USA; SWEDEN 

SO UPSALA JOURNAL OF MEDICAL SCIENCES ,/{ 1991 j Vol. 96, No. 2, pp. 113-118. 

DT Article; Journal f J 

FS LIFE ^' ^ 

LA ENGLISH 

REC Reference Count: 8 

♦ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB The amino acid L-arginine is a precursor of endothelium derived 

relaxing factor (EDRF) . The pentapeptide 6A (Ala-Arg-Pro-Ala-Lys) released 
by plasmin degradadation of fibrinogen also contains arginine and relaxes 
vascular smooth muscle by releasing EDRF (nitric oxide) . To determine and 
compare the effects of L-arginine, peptide 6A and a combination of 
L-arginine and peptide 6A on femoral artery blood flow and vascular 
resistance, anesthetized mongrel dog were administered saline, 
L-arginine, D-arginine, peptide 6A and L-arginine + 
peptide 6A in a random order. 

L-arginine and peptide 6A both induced an immediate dose -dependent 
short-lasting increase in femoral blood flow and a decrease in vascular 
resistance. Peptide 6A exerted a much greater (P < 0.01) vasodilatory 
effect than did L-arginine at the same molar concentration suggesting that 
properties besides the arginine content are important in the effect of 
the pentapeptide. D-arginine had much less effect than L-arginine, 
indicating that the effect of L-arginine may be related to its utilization 
for synthesis of EDRF. When the peptide 6A was given soon after 
L-arginine, its effect on blood flow was not greater than that of 
L-arginine alone suggesting that L-arginine in a large amount makes 
guanylate cyclase less available for the more active peptide. 

L12 ANSWER 1980 OF 2006 SCISEARCH COPYRIGHT 2002 ISI (R) 
AN 91:500043 SCISEARCH 

GA The Genuine Article (R) Number: GD2 83 

TI REGIONAL CORONARY HEMODYNAMIC -EFFECTS OF 2 INHIBITORS OF NITRIC-OXIDE 

SYNTHESIS IN ANESTHETIZED, OPEN-CHEST DOGS 
AU RICHARD V; BERDEAUX A; LAROCHELLE C D; GIUDICELLI J F (Reprint) 
CS FAC MED PARIS SUD, PHARMACOL LAB, 63 RUE GABRIEL PERI, F-94276 LE KREMLIN 

BICETR, FRANCE 
CYA FRANCE 

SO BRITISH JOURNAL OF PHARMACOLOGY, (1991) Vol. 104, No. 1, pp. 59-64. 

DT Article; Journal 

FS LIFE 

LA ENGLISH 

REC Reference Count: 27 

* ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB 1 The role of endothelial nitric oxide synthesis from L-arginine in 

the regulation of coronary vascular tone and myocardial tissue perfusion 
was evaluated in anaesthetized, open-chest dogs. Coronary blood flow was 
measured with an electromagnetic flow probe placed around the left 
circumflex coronary artery. Coronary vascular resistance was calculated 
from mean arterial blood pressure and mean coronary blood flow, whereas 
regional myocardial tissue flow was determined by use of the radioactive 
microspheres technique . 

2 N (G) -monomethyl L-arginine (L-NMMA) and N (G) -nitro-L- 
arginine methyl ester (L-NAME) , administered directly 

into the left circumflex artery, induced a small increase in arterial 
blood pressure and an increase in coronary vascular resistance. However, 
myocardial tissue perfusion, assessed by the microspheres technique 
(whether subendocardial, subepicardial, or transmural), was unaffected by 
L-NMMA or L-NAME. 

3 Acetylcholine, administered intracoronarily , induced an increase in 
left circumflex coronary blood flow and a decrease in coronary vascular 
resistance, without affecting systemic haemodynamics . This coronary 
vasodilator effect of acetylcholine was markedly inhibited by L-NMMA and 
L-NAME, the latter being a more potent antagonist than the former. 



1 



4 These results indicate that the endothelial L-arginine pathway is 
largely responsible for the coronary vasodilator effect of acetylcholine. 
However, although basal release of nitric oxide from L-arginine apparently 
contributes to the regulation of resting coronary vascular tone, blockade 
of this pathway does not affect myocardial tissue perfusion, possibly 
because of compensatory mechanisms occurring at the level of small 
arterioles and/or capillaries. 
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*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB The effect of centrally administered galanin on 

arginine vasopressin (AVP) release was investigated in conscious 
rats. Intracerebroventricular injection of porcine galanin suppressed 
hypertonic saline -induced increase in plasma AVP in a dose -dependent 
manner (12.5-100 pmol/rat) at 10 min after the injection. Pretreatment 
with subcutaneous injection of naloxone (1 mg/10 0 g b.wt.) partially 
blocked the galanin-induced effect on plasma AVP. These results suggest 
that central galanin inhibits osmotically stimulated AVP release and 
endogenous opioids are, at least in part, involved in the mechanism. 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB Oxytocin, when administered centrally, has been associated with the 

modulation of various social initiatives including maternal and sexual 
behaviors. The nature of these effects depends on gonadal hormone status. 
In the present experiments, we investigated the effects of centrally 
administered oxytocin on the behavior of pair-housed male squirrel monkeys 
during interactions with a familiar female monkey. Pairs of male squirrel 
monkeys established reliable and persistent dominance relationships with 
dominant males showing increased sexual and aggressive behavior as well as 
higher plasma concentrations of testosterone. Oxytocin (0,1, 1.0-mu-g) 
increased the sexual and aggressive behavior of dominant monkeys without 
affecting these measures in the sub-ordinate monkeys. In contrast to 
these effects in the dominant monkeys, oxytocin increased associative and 
marking behaviors only in subordinate monkeys. Central administration of 
the oxytocin receptor antagonist d (CH2 ) 5 [Tyr (Me) 2 , Thr4 , Tyr-NH2 (9) ] OVT 
(OTA; 0.05-mu-g) had no intrinsic effect on behavior but blocked the 
effects of exogenous oxytocin. To investigate further the specificity of 
oxytocin's effects on social behavior, we administered the 



structurally related peptide arginine vasopressin under 
identical conditions. Vasopressin (0.5, 5.0-mu-g) decreased social 
behaviors and increased motor activity in both dominant and subordinate 
monkeys. Previous studies in rodents have demonstrated that oxytocin 
receptors are induced by gonadal steroids in a regionally specific 
fashion. The status-related behavioral effects of oxytocin in the 
squirrel monkey may reflect differences in brain oxytocin receptor density 
associated with the higher concentrations of testosterone in the dominant 
animal. Alternatively, the status -related effects may depend on the 
conditioned behavioral differences associated with social organization. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Stroke-prone spontaneously hypertensive rats (SHRSP) develop severe 

hypertension and cerebrovascular lesions. We investigated the influence of 
dietary supplementation with L-arginine, an amino acid precursor of 
endothelium-derived nitric oxide, on blood pressure and stroke in these 
rats. L-Arginine^ administered in the saline drinking 

solutibn at z or^ 6 g/1 starting at 8.7 weeks of age, was without effect on 
blood pressure, cerebrovascular lesions, or longevity despite continuous 
treatment through 14 weeks of age. These findings do not support a 
beneficial influence of dietary arginine in the cerebrovascular pathology 
of SHRSP. 
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^ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB INCREASING evidence suggests a neurotransmitter role for NO in the 

mammalian CNS . We have now studied the behavioural and electrocortical 
(ECoG) profile of rats injected into the lateral cerebral ventricle (ICV) 
with L-arginine (L-arg) , the endogenous donor of the guanidino group from 
which NO physiologically originates. Rats treated with L-arg (up to 
300-mu-g) showed behavioural stimulation, ECoG desynchronization with 
occasional isolated high voltage spikes but not motor seizures. In rats 
receiving a subconvulsive dose (0.5-mu-g) of N-methyl -D-aspartic acid, 
(NMDA; ICV) the microinjection of L-arg (300-mu-g; 1 min before) resulted 
in behavioural and ECoG seizures. The latter effects were prevented by 
co-administering L-arg with N-nitro-L-arginine 

(L-NAME) , an inhibitor of NO synthesis. In conclusion, L-arg possesses 



proconvulsant effects probably mediated by an increase in NO synthesis. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB Each of creatinine (Cr) , guanidinoacetic acid (GAA) and 

arginine (Arg) was administered intraperitoneally to 

rats with renal failure, and the levels of methylguanidine (MG) in the 
serum, liver, kidney, muscle and urine were determined at certain 
intervals. The levels of MG in the serum, liver, kidney, muscle and urine 
after Cr administration increased markedly with time. The amount of total 
MG at 24 h was estimated to be 114-mu-g/lOO g body weight, which accounted 
for 0.46% of the Cr dose. In contrast, changes in MG levels after 
administration of GAA or Arg were only slight in comparison with those 
after Cr administration. Thus, MG was proved to be produced mainly from 
Cr. 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB We administered intramuscular arginine vasopressin 

(AVP) to ten normal controls and eight myotonic dystrophy patients. By 
measuring plasma AVP levels in five of the myotonics and all the normals, 
we showed that absorption and distribution of AVP was not delayed or 
significantly reduced in myotonics. The magnitude of the mean plasma 
adrenocorticotropin (ACTH) response to AVP in the myotonics was not 
different from that of normals, although it was significantly delayed 
(mean peak time, 37.5 +/- 4.9 versus 17.0 +/- 3.2 min) . We propose that 
this delay was caused by a significantly reduced ACTH secretion rate in 
myotonics, because the maximum rate of detection of ACTH in plasma is 
reduced in myotonics (0.6 +/ - 0.2 versus 1.7 +/- 0.5 pmol/L/min) , whose 
corticotropes, while having the same capacity to respond to the AVP 
stimulus, are slower to attain that capacity. The mean integrated 
Cortisol response (AUC) was significantly smaller for myotonics (8072 +/- 
2017 versus 13049 +/- 1630 nmol.min/L) . This may be due to the slower 
rate of ACTH delivery to the adrenal in myotonics. The timing of the 
adrenal response does not appear to be impaired in myotonic dystrophy, 
with the Cortisol peak following the ACTH peak by approximately 15 min in 
both groups. The normal magnitude ACTH response to AVP in myotonics is in 
contrast to that seen to ACTH secretagogues acting via 



corticotropin-releasing hormone- initiated pathways, where a rapid 
hypersecretion is seen. We propose a mechanism of defective calcium 
transport to account for these observations. 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB Intravital microscopy of rabbit tenuissimus muscle was used for studies 

of endogeneous nitric oxide as a microvascular regulator in vivo. 
Derivatives of arginine were administered in order to 
modulate the formation of nitric oxide from L-arginine. 
N-omega-nitro-L-arginine methylester (L-NAME) (1-100 mg kg-1 i.v.) 
dose-dependently reduced microvascular diameters. A concomitant blood 
pressure increase and a decrease in heart rate was observed. The blood 
pressure increase induced by L-NAME (30 mg kg-1) was reversed by 
L-arginine (1 g kg-1) but not D-arginine. Vasodilation in response to 
topical acetylcholine ( 0 . 03 -3 -mu-M) was significantly inhibited by L-NAME 
(30 mg kg-1) , whereas vasodilation by sodium nitroprusside (300 nM) was 
not affected. Vasomotor nerve- induced vasodilatation, induced by 
stimulation of the tenuissimus nerve after neuromuscular blockade by 
pancuronium in animals pretreated with guanethidine , was significantly 
attenuated by L-NAME, an effect also reversed by L-arginine. The 
vasodilatation in response to active contractions of the muscle induced by 
motor nerve stimulation as well as the vasodilator response elicited by 
graded perfusion pressure reductions were unaffected by L-NAME or 
N(G) -monomethyl -L-arginine (L-NMMA, 10(-4) M) 
administered topically. 

Our results indicate that endogenous nitric oxide formed from 
L-arginine is a modulator of microvascular tone in vivo. Furthermore, the 
results suggest that endogeneous nitric oxide is required for vasomotor 
nerve-induced vasodilatation, whereas it does not appear to play a role in 
myogenic vasodilatation or functional hyperaemia in this tissue. 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB The possibility that central mineralocorticoid binding sites are 

involved in the development of mineralocorticoid hypertension was examined 
using chronic blockade of these sites with a specific mineralocorticoid 



receptor antagonist RU 2 8318 administered by intracerebroventricular (icv) 
infusion. The antagonist significantly attenuated the development of 
deoxycorticosterone acetate (DOCA) -salt hypertension, but the development 
of one-kidney, one-clip renal hypertension was not affected. This 
antihypertensive action was attributable to a central action, since 
intraperitoneal infusion of the same dose of mineralocorticoid antagonist 
did not alter the peak development of DOCA-salt hypertension. The icv 
infusion of RU 28318 did not change either the increase of fluid intake 
induced by DOCA-salt treatment or the pressor reactivity to centrally or 
peripherally injected arginine vasopressin and angiotension II 
and peripherally administered phenylephrine. The 
antihypertensive action of icv infusion of the mineralocorticoid 
antagonist was associated with a reduction of neurogenic vasomotor tone 
and a restoration of impaired arterial baroref lexes . We conclude that 
functional integrity of central mineralocorticoid binding sites is 
required for the full development of DOCA-salt hypertension. 
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^ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB The effects of peripheral injections of (Arg) -vasopressin were 

investigated on different stages of memory processes using an appetitive 
visual discrimination task and a one-trial passive avoidance conditioning 
in mice. The peptide was administered at one of two doses: 50-mu-g/kg or 
25-mu-g/kg. The main effects of vasopressin were observed only for the 
higher dose. Concerning pre-session vasopressin administration in the 
visual discrimination task, the effect of the peptide seemed to depend on 
the level of learning reached at the time of treatment. Indeed, we 
observed a deleterious effect of vasopressin on learning capacities when 
the peptide was administered before the first learning session, a bimodal 
effect (either an improvement or an impairment) on performance when the 
peptide was administered before the second learning session and an 
important enhancement of retention performance when the peptide was 
administered before the retention session, performed 24 days after 
training. When postsession vasopressin administration was assessed, an 
improvement of performance was observed indicating a facilitatory effect 
of vasopressin on consolidation processes. When passive avoidance 
conditioning was used, an enhancement of retention performance was 
registered only when the peptide was injected before the retention session 
at the 50-mu-g/kg dose. No facilitation was observed for the 25-mu-g/kg 
dose whatever the experimental condition was, i.e. post -learning or 
pre-retention injection. In order to test eventual non-specific effects 
of vasopressin, the influence of the peptide on locomotor activity was 
assessed before the two doses. The results show an important reduction of 
locomotor activity with the 50-mu-g/kg dose, during 4 h following 
vasopressin injection. No effect was observed with the 25-mu-g/kg dose. 
The whole results suggest that vasopressin- induced hypoactivity can 
directly influence the subsequent learning performance when the treatment 
was performed in pre-session situations. However, when the level of 
information is sufficient and beyond the direct effect of the drug, a 
memory effect may be considered with the 50-mu-g/kg dose independently 
from the locomotor effect, when the treatment was delivered during 



consolidation period (post-session) or in long-term retrieval situation 
(pre-session) . 
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*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB Each of creatinine (Cr) , guanidinoacetic acid (GAA) and 

arginine (Arg) was administered intraperitoneally to 

rats with renal failure, and the levels of methyl guanidine (MG) in the 
serum, liver, kidney, muscle and urine were determined at certain 
intervals. The levels of MG in the serum, liver, kidney, muscle and urine 
after Cr administration increased markedly with time. The amount of total 
MG at 24 h was estimated to be 114-mu-g/lOO g body weight, which accounted 
for 0.46% of the Cr dose. In contrast, changes in MG levels after 
administration of GAA or Arg were only slight in comparison with those 
after Cr administration. Thus, MG was proved to be produced mainly from 
Cr. 
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*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB We administered intramuscular arginine vasopressin 

(AVP) to ten normal controls and eight myotonic dystrophy patients. By 
measuring plasma AVP levels in five of the myotonics and all the normals, 
we showed that absorption and distribution of AVP was not delayed or 
significantly reduced in myotonics. The magnitude of the mean plasma 
adrenocorticotropin (ACTH) response to AVP in the myotonics was not 
different from that of normals, although it was significantly delayed 
(mean peak time, 37.5 +/- 4.9 versus 17.0 +/- 3.2 min) . We propose that- 
this delay was caused by a significantly reduced ACTH secretion rate in 
myotonics, because the maximum rate of detection of ACTH in plasma is 
reduced in myotonics (0.6 +/- 0.2 versus 1.7 +/- 0.5 pmol/L/min) , whose 
corticotropes, while having the same capacity to respond to the AVP 
stimulus, are slower to attain that capacity. The mean integrated 
Cortisol response (AUG) was significantly smaller for myotonics (8072 +/- 
2017 versus 13049 +/- 1630 nmol.min/L) . This may be due to the slower 
rate of ACTH delivery to the adrenal in myotonics. The timing of the 
adrenal response does not appear to be impaired in myotonic dystrophy, 
with the Cortisol peak following the ACTH peak by approximately 15 min in 
both groups. The normal magnitude ACTH response to AVP in myotonics is in 
contrast to that seen to ACTH secretagogues acting via 
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*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

AB The purpose of this study was to elucidate the contribution of 

endothelium-derived relaxing factor (EDRF) derived from arginine to 
acetylcholine (ACh) -induced coronary arteriolar vasodilatation in vivo. 
Experiments were performed in 62 open-chest anesthetized dogs. Internal 
diameters of small arterioles (< 120-mu-m) and large arterioles (> 
12 0-mu-m) were measured using an intravital microscope and stroboscopic 
epiillumination synchronized to the cardiac cycle. Topically 
administered N(G) -monomethyl-L- ar ginine (L -NMMA, 3 x 
10 (-4) Mr~^onstr±ct^d-.gmaiL-a£^-^^^oles ^"10.7 +/- 3.1% from control 
diameter, P < 0.05), but L-NMMA did not produce vasoconstriction in large 
arterioles. ACh, in the absence of L-NMMA, caused a dose -dependent 
vasodilatation in both small and large arterioles. In large arterioles, 
L-NMMA completely abolished the ACh-induced vasodilatation (10 (-5) M 
topical ACh: from 13.3 +/- 3.0 to -2.0 +/- 1.5%, P < 0.05; 10 (-4) M ACh: 
from 20.9 +/- 3.9 to -3.0 +/- 1.9%, P < 0.01). In small arterioles, 
L-NMMA only partially inhibited the vasodilatation (10 (-5) M ACh: from 
35.4 +/- 4.0 to 19.0 +/- 2.7%, P < 0.05; 10(-4) M ACh: from 42.5 +/- 4.8 
to 22.6 +/- 3.1%, P < 0.05). L-Arginine (10(-3) M topically) reversed 
L-NMMA inhibition of ACh-induced vasodilatation. Persistent dilatation of 
small arterioles also occurred when N (G) -nitro-L-arginine rather 
than L-NMMA was administered. Neither K+ channel blockers 
[glibenclamide (10 (-5) M) and tetraethylammonium (3 x 10 (-2) M) ] nor 
indomethacin (5 x 10 (-5) M) had an additional inhibitory effect on 
ACh-induced vasodilatation in the presence of L-arginine analogue. These 
data suggest that EDRF derived from arginine modulates basal tone in small 
arterioles but that arginine is unlikely to be the only source of factors 
that modulate ACh-induced vasodilatation in these vessels. In contrast, a 
nitrosyl compound derived from arginine exclusively accounts for 
ACh-induced vasodilatation in large arterioles. 
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